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Citizen Petition 

Dear Sir or Madam: 

The undersigned submits this petition, in quadruplicate, pursuant to section 505@(2)(C) of the 
Federal Food, Drug and Cosmetic Act and in accordance with 21 CFR 10.30 on behalf of a 
client requesting the Commissioner of the Food and Drug Administration to declare that the drug 
products, Doxycycline Hyclate Tablets 75 mg and 100 mg, are suitable for consideration in an 
abbreviated new drug application (ANDA). 

A. Action Requested 

The petitioner requests that the Commissioner of the Food and Drug Administration declare that 
Doxycycline Hyclate Tablets, 75 mg and 100 mg are suitable for submission in an ANDA. The 
listed reference drug product (RLD) upon which this petition is based is DoryxB (doxycycline 
hyclate), Capsules (coated pellets) 100 mg. Doryx@ is also approved in a 75 mg strength. 
Therefore, the petitioner seeks a change in dosage form (from capsule to tablet) from that of the 
listed drug product. 

B. Statement of Grounds 

The RLD product is a capsule product containing (coated pellets) 75 mg or 100 mg of 
doxycycline hyclate. The listing for DoryxB Capsules appears on page 3-135 of the 24’h edition 
of the Amroved Drua Products with TheraDeutic Eauivalence Evaluations (better known as the 
Orange Book) (Attachment A). The proposed drug product represents a tablet dosage form of 
the same strengths and same active ingredient. The petition is thus seeking a change in 
dosage form (from capsule to tablet) from that of the RLD. 

In support of the change in dosage form requested in this petition, we refer to other FDA 
approved “doxycycline” drug products that are available in a tablet dosage form (i.e., other 
doxycycline hyclate tablet products). However, in this instance, citing any of those products as 
the RLD would not be appropriate, since the purpose of this petition is to seek the ability to file a 
different dosage form (tablet) that is bioequivalent to DoryxB (doxycycline hyclate) Capsules 
(coated pellets). The petitioner is seeking this change in dosage form in an effort to make an 
alternate dosage form (tablet) available for those individuals that either have difficulty in 
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swallowing a capsule or who prefer a tablet dosage form as an alternative to DoryxB 
(doxycycline hyclate), Capsules (coated pellets). 

In further support of our proposed product, the petitioner would like to point out that the Agency 
has previously approved ANDA suitability petitions allowing for a change in dosage form (from 
capsule to tablet) in many instances. The labeling of the proposed product will be the same as 
that of the RLD with the exception of the obvious change in dosage form sought in this petition. 
The uses, doses and indications for the proposed product are aiso the same as those of the 
RLD. Draft labeling for the proposed product is included in Attachment B and labeling of the 
RLD is included in Attachment C. 

Therefore, the petitioner’s request for the Commissioner to find that a change in dosage form 
from capsule to tablet for Doxycycline Hyclate 75 mg and 100 mg should raise no questions of 
safety or effectiveness, and the Agency should approve the petition. 

Pediatric Waiver Request 

In any petition seeking a change in dosage form, it is necessary to address the provisions of the 
Pediatric Research Equity Act (PREA) of 2003. PREA amended the Federal Food, Drug and 
Cosmetic Act, to provide the Agency authority to require drug firms to study certain drugs in 
pediatric patients if the Agency felt that such study would provide beneficial health data for that 
patient population. In that regard, please consider this request for a full waiver for the need to 
conduct pediatric studies for the proposed drug product under PREA for the reasons outlined 
below. 

The act provides a provision for a waiver from such requirement if: 

(iii) the drug or biological product, 

(I) does not represent a meaningful therapeutic benefit over existing therapies for pediatric 
patients; and 

(II) is not likely to be used in a substantial number of pediatric patients. 

The petitioner hereby requests that a waiver from the conduct of pediatric patient be granted for 
the approval of this petition to permit subsequent ANDA filing. 

The labeling of the RLD clearly supports the use of the doxycycline hyclate in pediatric patients 
above 8 years of age. 

“The recommended dosage schedule for pediatric patients weighing 100 pounds or less 
is 2 mg/lb of body weight divided into two doses on the first day of treatment, followed by 
a 1 mg/lb of body weight given as a single daily dose or divided into two doses on 
subsequent days. For more severe infections, up to 2 mg/lb of body weight may be 
used. For pediatric patients over 100 pounds, the usual adult dose should be used.” 

However, the lack of dosing recommendations for pediatric patients under 8 years of age should 
not be construed as a need to study this drug in lower age groups since the product contains 
warnings against use in younger patients. 
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“The use of drugs of the tetracycline class during tooth development (last half of 
pregnancy, infancy and childhood to the age of 8 years) may cause permanent 
discoloration of the teeth (yellow-gray-brown). This adverse reaction is more common 
during long-term use of the drug but has been observed following repeated short-term 
courses. Enamel hypoplasia has also been reported. Tetracycline drugs, therefore, 
should not be used in this age group, except for Anthrax, including inhalational anthrax 
(post exposure) unless other drugs are not likely to be effective or are contraindicated.” 
(Emphasis added) 

Clearly then, this drug product should not be utilized in other than the pediatric population for 
whom it is currently labeled (age 8 or older) and based on the fact that inhalational anthrax is an 
extremely rare disease, the product would not likely be used in a substantial number of pediatric 
patients. Therefore, a waiver should be granted exempting pediatric studies on the proposed 
product. 

C. Environmental Impact 

The petitioner claims a categorical exclusion under 21 CFR 25.31. 

D. Economic Impact 

The petitioner does not believe that this is applicable in this case, but will agree to provide such 
an analysis if requested by the Agency. 

E. Certification 

The undersigned certifies, that to the best knowledge and belief of the undersigned, this petition 
includes all information and views on which the petition relies, and that it includes representative 
data and information known to the petitioner, which are unfavorable to the petition. 

Vice President 
Lachman Consultant Services, Inc. 
1600 Stewart Avenue 
Westbury, New York 11590 

RWP/pk 

Attachments: A. page 3-l 35 of the 24’h edition of the Amroved Drus Producfs with 
Therapeutic Eauivalence Evaluations 

B. Proposed Labeling 
C. Doryx (RLD) Labeling 

cc: Emily Thomas (OGD) 

PO4P4244 
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PRESCRIPTION DRUG PRODUCT LIST 3-135 

DOXYCYCLINE 

TABLET; ORAL 
DOXYCYCLINB 

PAR PHARM 

DOXYCYCLINE HYCLATE 

CAPSULE, COATED PELLETS; ORAL 
DORYX 

MAYNE PHARMA USA EQ 75MG BASE EQ 75MG BASE N65070 003 
DEC 30, 2002 

EQ 1OOMG BASE N65070 002 
DEC 15, 2000 

N50582 002 
AUG 13, 2001 

N62653 001 
OCT 30, 1985 

+ AB WARNER CHILCOTT EQ 1ooBs BASE 

INJECTABLE; INJECTION 
DOXY 100 

f AMPHARMPARTNBRS EQ 1OOMG BASE/VIAL 
DOXYCYCLINE CALCIUM 

N62475 001 
DEC 09, 1983 

N62475 002 
DEC 09. 1983 

SUSPENSION; ORAL 
VIBRAMYCIN 

+ PFIZER 
DOXY 200 

+ AMPHARMPARTNERS EQ 200MG BASE/VIAL EQ 5OMG BASE/SML N50480 001 

WXYCYCLINE HYCLATE 

CAPSULE; ORAL 
DoxYcYcLINE HycLATg 

AB AXIOM PHARM 
ilfi 
2% IVAX PHARMS 

AB - 

AB MUTUALPHARM 

AB 

Ax3 MYLAN - 

AB 

2% WATSON LAB& 

LIQUID, EXTENDED RELEASE; PERIODONTAL 
ATRIDOX 

+ ATRIX EQ 10% W/W 

TABLET: OR&i 

N50-751 001 
SEP 03, 1998 

FiQ 1ooMG BASE 

Eo loom BASE 

EQ 1ooMG BASE 

RQ 1ooMG B&SE 

EQ 1ooMG BASE 

EiQ 1ooBkG BASE 

EQ lOOraG BASE 

2 OMG 

EQ 1ooMG BASE 

N61717 001 
EJ61717 002 
N62500 001 

SEP 11, 1984 
11162500 002 

SEP 11, 1984 
N62675 001 

JUL 10, 1986 

EQ5oMGBAs 
~10oMGJsAsEf 
EQ5oMGBasE DOXY- EYCLATE 

AJ3 AXIOM PHARM - N62269 002 
NOV 08, 1982 

N62505 001 
SEP 11, 1984 

N62677 001 

EQ 1ooMG Ems33 

EQsoH@BAsE 

EQ10OHeB7isB 

RQ SO&?sBAsE 

EQ 1oLG BASE 

EQ!aNGBAsE 

AB - IVAX PHARMS 

AB MUTUALPHARM - 

AB - 

AB VINTAGE PHARMS - 

AB WATSON LABS - 

AB WESTWARD - 

PERIOSTAT 
+ COLLAGENEX PHA&S 

N626$6 001 
JUL 10. 1986 

JUL 10, 1986 
N62432 001 

N623i7 001 
MAR 29, 1982 

N62337 002 
MAR 29, 1982 

162031, 002 
OCT 13. 1982 

N62031 001 
N62396 002 

NOV 07. 1984 

FEB 15, 1983 
N62538 001 -I 

APR 07, 1986 
N62421 001 

FEB 02, 1983 
N65095 001 

JUL 02, 2003 

N50783 001 
FEE 02, 2001 

N50533 001 

AB 
AB WESTWARD 

EQ 1ooMG BASE 
EQ 5oMGR&sE 

AB N623i6 001 
MAY 07, 1984 

N50007 001 
N50007 002 

Eo 1ooMG B&SE 
VIRRA-TABS 

s + PFIZER VIERANYCIN 
AB PFIZER 
AB+ - 

EQ5oMGBAsB 
EQ 1ooIG RASR 

CAPSULE, COATED PELLETS; ORAL 
DORYX 

@+MAYNEPHARMAUSA go 1ooMG BASE N50582 001 
JUL 22, 1985 
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PROPOS@D LABELING 

Doxycycline Hyclate Tablets / 
(coated doxycycline hyclate tablets) i 

To reduce the development of drug-resjstant bacteria and maintain the effectiveness of 
doxycycline hyclate tablets and other ,kntibacterial drugs,. doxycycline hyclate tablets 
should. be used only to treat or prevent infections that are prwen or strongly suspected to 
be caused by bacteria. , 

DESCRIPTION 

Doxycycline Hydate Tablet is a coated tablet of dclxycycline hyclate for oral 
administration. INACTIVE INGREDIEJWS WILL BE EROVIDED IN THE ANDA 
LABELING. Doxycycline is a broad&pectrum antibiotil:: synthetically derived from 
oxytetracycline and available as doxyc#ine hyclate. The chemical designation of this 
light yellow crystalline powder is alphaj6-desoxy-5-oxytetm-cycline. Doxycychne has a 
high degree of lipoid solubility and a 1oC affinity for calciun binding. It is highly stable 
in normal human serum. Doxycycline v&l1 not degrade into m epianhydro form. 

CLINKXL PEARMACOLOGY j 

I Tetracyclines are readily absorbed and /Te bound to pl’asma proteins in varying degree. 
I They are concentrated by the liver in the bile and excretedfin the urine and feces at high 

concentrations and in a biologically actiyle form. 

Doxycycline is virtually completely abhrbed after oral adrrinisfration. Following a 200 
mg dose, normal adult vohmteers ayeraged peak serum levels of 2.6 mcg/mL of 
doxycycline at 2 hours decreasing to 1.4.5 mc&nI, at 24 holrs. Excretion of doxycycline 
by the kidney is about 40%/72 ho? in individuals with normal function (creatinine 
clearance about 7.5 mUmin). This percentage excretionsmay fall as low as l-5%/72 
hours in individuals with severe ren& insufficiency (czeatinine clearance below 10 
mUmin). Studies have shown no sign&ant differen& in %;eNM half-life of doxycycline 
(range 18-22 hours) in individuals with normal and severely impaired renal function. 

. 

Hemodialysis does not alter serum half-jife. 

Microbiology: Doxycycline is pr&rily bacteriostatic*: and is thought to exert its 
antimicrobial effect by the inhibition ofprotein synthesis. I,)oxycy$ine is active against a 
wide range of gram-positive and gram-zregative organisms. The drugs in the tetracycline 
class have closely similar antimicrohkl spectra and cress resistance among them is 
common. 



. 
-- 

/’ . 
/ Susceptibility Tests: Diffusion Technkques: The use of ;antibiotic disc susceptibility 

test methods which measure zone diameter gives an accurat!l: estimation of susceptibility 
of organisms to doxycycline hyclate tablets. One such st,mdard procedure’ has been 
recommended for use with discs for testing antimicrobials. Doxycycline 30 mcg discs 
should be used for the determination of the susceptibility ofcrganisms to doxycycline. 

With this type of procedure, a report of/“susceptible” fromthe laboratory indicates that 
the infecting organism is likely to rejpond to therapy. A report of “intermediate 
susceptibility” suggests that the organ&i1 would be susceptible if high dosage is used or 
if the infection is confined to tissue and 1Suids (e.g., urine) iri which high antibiotic levels 
are obtained. A report of “resistant” indicates that the infec&g organism is not likely to 
respond to therapy. With the doxycycliine disc, a zone of 16 mm or greater indicates 
susceptibility, zone sizes of 12 mm or less indicate resistan*:e and zone sizes of 13 to 15 
mm indicate intermediate susceptibility. i 

Standardized procedures require the usi: of laboratory control organisms. The 30 mcg 
tetracycline disc should give zone diamdters between 19 an&! 28 mm for S. ~ZU~U ATCC 
25923 and between 18 and 25 mm for E. cdi ATCC 25922. The 30 mcg doxycycline 
disc should give zone diameters between 23 and 29 mm fo1: S. ~ureus ATCC 25923, and 
between 18 and 24 mm for E. coli ATCC 25922. 

Dilution Techniques: A bacterial i&late may be consic!.ered susceptible if the MIC 
(minimal inhibitory concentration) value for doxycyclirte is less than 4 mcg/mL. 
Organisms are considered resistant if pe MIC is greater: than 12.5 mcg/mL. MICs 
greater than 4.0 mcg/mL and less than 12.5 mcg/mL indicatl.: intermediate susceptibility. 

- ,_ 
As with standard diffusion methods, dlution procedures :i:equire the use of laboratory 
control mechanisms. Standard doxycycjline powder shouldgive MIC values in the range 
of 0.25 mc&nL and 1.0 mcg/mL for S.b aweus ATCC 259Z3. For E. coli ATCC 25922 
the MIC range should be between 1 .O n$g/mL and 4.0 mcgi:mL. 

INDKATXONS AND USAGE : 

Doxycycline is indicated in infections caused by the following microorganisms: 
1. - 

Rickettsiae (Rocky Mountain s#otted fever, typhus fever and typhus group, Q 
fever, rickettsialpox and tick fevlzrs. 

~&coplasma pneumoniae (PPL@, Eaton’s agent) 

Agents of psittacosis and omiWsis w 

Agents of lymphograuuloma verrereum and granulo;:na inguinale 

The spirochetal agent of relapsiqlg fever (Borvelia rc currentis) 

, 



The following gram-negative microorgarusms: 

HaemophiZus ducveyi (chancroid)i 
Yersinia pestis (formerly Pasteur#a pestis) 
Francisella tularensis (formerly ic,‘asteureiZa tularensas) 
Bartonella bacill@ormis 1 
Bacteroides species 
Vibrio cholerae (formerly Vibrio komma) 
Campylobucter fetus (formerly V$rio fetus) 
Brucella species (in conjunction Mh streptomycin) 

I 

Because many strains of the following soups of microorgmisms have been shown to be 
resistant to tetracyclinea, culture and susceptibility testing arc-: recommended. 

Doxycycline is indicated for treatmeni of infections caui.ed by the following gram- 
negative microorganisms, when bacteriological testng indicates appropriate 
susceptibility to the drug. 

Escherichia coli 
Enterobacter aerogenes (formerl$ Aerobacter aerogcnes) 
ShigelZa species 
Mima species and Herellea species 
Haemophilus infuenzae (respiratky infections) 
KZebsiella species (respiratory and urinary infectioml 

Doxycycline is indicated for treatment of infections c;aU:.;ed by the following gram- 
positive microorganisms when bacterio$gical testing indicrrrtes appropriate susceptibility 
to the drug: 

Streptococcus species: 
Up to 44 percent of strains of Streptoclxcu3 pyogenes a& 74 percent of Streptococcus 
faecaZis have been found to be resistark to tetracycline drqgs. Therefore, tetracyclines 
should not be used for streptococcal d&ease unless the orgtism has been demonstrated 
to be susceptible. 

_ _.. 
For upper respiratory infections due to boup A beta-hemol;ytic’streptococci, penicillin is 
the usual drug of choice, including prophylaxis of rheumati~O fever. 

Diplococcw pneumoniae. 

Staphylococcus aureus (respiratory, ski+ and soft-tissue infi:ctions). Tetracyclines are not 
the drug of choice in the treatment of any type of staphylocetccal infiction. 

Anthrax due to Bacillus anthracis, in~lucling inhalationa.. anthrax (post exposure): to 
reduce: the incidence or progression of {tisease following ex$posure to aerosol&d Baciflus 
anthrcwis. 



When penicillin is contraindicated, doxyeycline is an altemzive drug in the treatment of 
infections due to: I 

Treponema pallidurn and Treponema perrenue (syphilis and ;,raws) 
Listeria monocytogenes 
Ctostridium species 
~usobwteriumfusifoforme (Vincent’s infekion) 
Actinamyces species 

In acute intestinal amebiasis, doxycycliq: may be useful adjenct to amebicides. 

In severe acne, doxycycline may be use& adjunctive therap! r. 

Doxycycline is indicated in the treatment of trachoma, altkough the infectious agent is 
not always eliminated, as judged by i-ofluorescence. 

inclusion conjunctivitis may be treakl with oral doxycycline alone, or with a 
combination of topical agents. 

Doxycycline is indicated for the treatment of uncomplic~ed urethral, endocetical or 
rectal infections in adults cause by CMZ@JY& hachomatis.2 

Doxycycline is indicated for the treatment of nongonococcal uretbritis caused by 
Chlumydia truchomatis and UreaplasTa urealyticum . and. for the treatment of acute 
epididymo-orchitis caused by ChIamydi<l trachomaris.* _ . 

, 

Doxycycline is indicated for the treat$ent of uncomplicated gonococcal infections in 
adults (except for anorectal infectio+s in men), the :i;onococcal arthritis-dennatis 
syndrome and acute epididyrno-orchitis bansed by A? gonorrhoeae’ I 

To reduce the development of drug-re&ant bacteria and ~Imaintain the effectiveness of 
doxycycline hyclate tablets and other kntibacterial 

ii 
drugs; doxycycline hyclate tablets 

should be used only to treat or prevent ,nfections that are proven or strongly suspected to 
be caused by bacteria. When culture and susceptibility information are available, they 
should be considered in selecting or modifying antibactektl therapy. In the absence of 
such data, local epidemiology and susckptibility patterns may contribute to the empiric 
selection of therapy. 

CONTRAINDICATIONS I 

The drug is contraindicated in person+ who have shown qperse&tivity to any of the 
tetracglclines. 

WARNINGS 



THE USE OF DRUGS OF THE TETRACYCLINE CLASS DURING TOOTH 
DEVELOPMENT (LAST HALF OF PREGNANCY, mFi;lNCY AND CHILDHOOD 
TO TKE AGE OF 8 YEARS) MAY CAUSE PERMANENT DISCOLORATION OF 
TBE TEETH (YELLOW-GRAY-BRO%0l). This advers: reaction is more common 
during long term use of the drugs but h& been observed fMowing repeated short term 
courses. Enamel hypoplasia has alsol been reported. ‘r.ETRACYCLINE DRUGS, 
THEREFORE, SHOULD NOT BE USED XN THIS AGE GROUP, EXCEPT FOR 
ANTHRAX, INCLUDING INHALAjTlONAL ANTHIMX (POST EXPOSURE), 
UNLESS OTHER DRUGS ARE NCjT LIKELY TO TSE EFFECTIVE OR ARE 
CONTRAINDICA’KED. 

6GPseudomembranous colitis has been reported with nearly all antibacterial agents, 
including doxycycline, and may range in severity from mild to life-threatening. 
Therefore, it is important to consider this diagnosis inipatients who present with 
diarrhea subsequent to the administration of antibacteriil agents. 

Treatment with antibacterial agents altvs the normal flora :)f the colon and may permit 
overgrowth of clostridia. Studies indicate that a toxin produti:ed by Clostrih’um dij6ciZe is 
a primary cause of “antibiotic-associated/ colitis.” 

After the diagnosis of pseudomembranous colitis has been established, therapeutic 
measures should be initiated. Mild casks of pseudomembnmous colitis usually respond 
to discontinuation of the drug alone. In inoderate to severe ciases, consideration should be 
given to management with fluids and cl&trolytes, protein tilpplementation, and Qeatment 
witi an antibacterial drug clinically effe$&e against Chstri~ihm dzjkile colitis.” 

Results of animal studies indicate that t&racyclines cross tie placenta, are found in fetal 
tissues and can have toxic effects on tht developing fetus (&en related to retardation of 
skeletal development). Evidence of embryotoxicity has blzen noted in animals treated 
early in pregnancy. If any tetracycline ii: used during pregnsncy or if the patient becomes 
pregnant while taking these drugs, the patient should be apprised of potential hazard to 
the fetus. 

As with other tetracyclines, doxycycli.& forms a stable caIcium complex in any bone- 
forming tissue. A decrease in the fibda growth rate-has iaeen observed in prematures 
given oral tetracycline-in doses of 25 rnpbg every six hour:7 This reaction was shown to 
be reversible when the drug was discont@ed. 

Photosensitivity manifested by an exabgerated sunbum reaction has been observed in 
some individual taking tetracyclines, iPatients apt to be c::xposed to direct sunlight or 
ultraviolet light should be advised that t&is reaction can occt~ with tetracycline drugs, and 
treatment should be discontinued at the first evidence of sl& erythema. 

The antianabolic action of the tetracyclijnes may cause incrE:ase in BUN. Studies to date 
indicate that this does not occur with qhe use of doxycycline in patients with impaired 
renal fimctions. 



PRECAUTIONS 

General: Prescribing doxycycline hyclate tablets in the ab::,ence of a proven or strongly 
suspected bacterial infection or a prophylactic indication is mlikely to provide benefit to 
the patient and increases the risk of the development of ckug:resistant bacteria. 

As with other antibiotic preparations, u&z of this drug may result in overgrowth of non- 
susceptible organisms, including fkgi. Bf superinfection occurs, the antibiotic should be 
discontinued and appropriate therapy ins@uted. 

All infections due to group A beta-hemo@tic streptococci sh,ould be treated for at least 10 
days. 

Information for Patients: Patients lshould be counsekl that antibacterial drugs 
including doxyoycline hyclate tablets should only be used: to treat bacterial infections. 
They do not treat viral infections (e.g.,jthe common oold); When doxycycline hyclate 
tablets is prescribed to treat a bacterial infection, patients shc.tuld be told that although it is 
common to feel better early in the course of therapy, the medication should be taken 
exactly as directed. Skipping doses or npt completing the fill course of therapy many (1) 
decrease the effectiveness of the immediate treatment and (I!) increase the likelihood that 
bacteria will develop resistance and willibe not treatable by ~iloxycychne hyclate tablets or 
other antibacterial drugs in the future. j 

Laboratory tests: In venereal disease khen coexistent sykilis is suspected, dark-geld 
examination should be done before treakment is started -an;. the blood serology repeated 
monthly for at least 4 months. . -. 

In long-term therapy, periodic labor$ory evaluation of organ systems, including 
hematopoietic, renal and hepatic studies khould be perform&. 

Drug Interactions: Because tetrac@ines have been shown to depress plasma 
prothrombin activity, patients who are en anticoagulant thr:rapy may require downward 
adjustment of their anticoagulant dosag$ 

Since bacteriostatic drugs may inter&m with the ba~ericklal -action of penicillin, it is 
advisable to avoid giving tetracyclines ilil conjunction with penicillin. 

For concomitant therapy with antacid! or iron-containin::: preparations and food see 
DOSAGE AND ADMINISTRATION section. 

Carcinogenesis, mutagenesis, impair*ent of fertility: LJng-texq studies are currently 
being conducted to determine whether t$acyclines have carcinogenic potential. Animal 
studies conducted in rats akd mice i have not provided conclusive evidence that 
tetracyclines may be carcinogenic or @at they impair f&I& In IWO mammalian cell 
assays (L51784 mouse lymphoma and Chinese hamster -lung cells in vitro), positive 
responses for mutagenicity occurred, at concentiatiom. of 60 and IO mog/mL, 

, 



respectively. In humans, no associatios between tetracycines and these effects have 
been made. I 

Pregnancy: Teratogenic Effects. j 
Pregnancy Category D: There are no a$equate and well-controlled studies on the use of 
doxycycline in pregnant women. T5.e vast majority o.f reported experience with 
doxycycline during human pregnancy is short-term, first timester exposure. There are 
no human data available to assess the [effects of long-texts therapy of doxycycline in 
pregnant women such as that proposed f@ the treatment of :~~~thrax exposure. An expert 
review of published data on experienp with doxycyclize use during pregnancy by 
TENS - the Teratogen Xnformation Sy@em - concluded tlnat therapeutic doses during 
pregnancy are unlikely to pose a substti&al teratogenic risri. (the quantity and quality of 
data were assessed as limited to fair) but the data are insuf%cient to state that there is no 
Ii&. 

A case-control study (18,515 mothers ojf infants with congq;titaf anomalies and 32, 804 
mothers of infants with no congenit$ anomalies) sho?vs a weak but marginally 
statistically significant association with total malformaticns and use of doxycycline 
anytime during pregnancy. (Sixty-three. (0.19%) of the co~ltrols and 56 (0.30%) of the 
cases were treated with doxycycline.) This association wa,; not seen when the analysis 
was cunfined to maternal treatment durii.g the period of orgqnogenesis (i.e., in the second 
and third months of gestation) with the iexception of a mar&& relationship with neural 
tube defect based on only two exposed cuses4. 

A small prospective study of 81 pregnar@es describes 43 p&egnant women treated for 10 
days with doxycycline during early fz$t trimester. AlI-n+thers reported their exposed 
infants were noxmal at 1 year of age’. 

Nursing Mothers 

Tetracyclines are excreted in human1 milk, however, tse extent of absorption of 
tetracyclines including doxycycline, byithe breast-fed inCult is not known. Short-term 
use by lactating women is not necessarily contraindicakzd; however, the effects of 
prolonged exposure to doxycycline in br$ast milk are unkno1~lvn6. Because of the potential 
for adverse reactions in nursing Want! from doxyc@line;.,a decision should be made 
whether to discontinue nursing or to Cdiscontinue the 
importa!nce of the drug to the mother. 

dqug, 
(see WARNINGS.) 

taking into account the 

Pediatric use: (See WARNINGS ZUIC~ GOSAGE AND ADBJNSTRATION sections.) 

ADVERSE REACTIONS ! 

Due to oral doxcycline’s virtually complete absorption, side effects to the lower bowel, 
particularly diarrhea, have been i&equ& 
observed in patients receiving tetracycl&es: 

The following adverse reactions have been 



. 

Gastrointestinal: Anorexia, nausea, vomiting, diarrhea, glositis, dysphagia, entercolitis, 
and inflammatory lesions (with moniliall overgrowth) in tf;,e anogenital region. These 
reactions have been caused by both the oral and parenteral administration of 
tetracyclines. Rare instances of esopbgitis and esoph6gea.l ulcerations have been 
reported in patients receiving capsule tid tablet forms of bugs in the tetracycline class. 
Most of these patients took medications limmediately before going to bed (see DOSAGE 
AND ADMKNIST&IITON section) i 

Skin: Macnlopapular and erythematous Fashes. Exfoliative; dermatitis has been reported 
but is uncommon. Photosensitivity is discussed above (see WARNINGS section). 

Renal toxicity: Rise in BUN has bee@ reported and is :apparently dose-related (see 
WARNINGS section) 

Hypersensitivity reactions: Urticara, a&ioneurotic edema., anaphylaxis, anaphylactoid 
purpura, pericarditis, and exacerbation o$ systemic lupus eryhematosus. 

Bulging fontenals in infants and benign intracranial hypertension in adults have been 
reported in individuals receiving tetracyclines. These con&ions disappeared when the 
drug was discontinued. I 

Blood: Hemolytic anemia, thrombocfl:openia, neutropeniz and eosinophilia have been 
reported with tetracyclines. 

When given over prolonged periods, tebacyclines have becl reported to produce brown- 
black microscopic discoloration of thyr$id glands. No aJbns~rma.lities of thyroid function 
are known to occur. 

DOSAGE AND ADMINXSTRATION j 

THE USUAL DOSAGE AND l?@JZQUENCY OF ADMINISTRATlON OF 
DOXYCYCLINE DIFFERS FROM THAT OF THE 0THER TETRACYCLINES. 
EXCEEDING THE RECOMMENDED/DOSAGE MAY RESULT IN AN INCREASED 
INCIDENCE OF SIDE EFFECTS. j 

. .J 
Adults: The usual dose of oral doxyoycline is 200-mg (ii the first day of treatment 
(administered 100 mg every 12 hours) [followed by a maintenance dose of 100 m&lay. 
The maintenance dose may be administtied as a single dose: or as 50 mg every 12 hours. 
In the management of more severe idbctions @art.icular,ly chronic infections of the 
urinary tract), 100 mg every 12 hours is irecommended. 

For pediatric patients above eight year-d of age: The recommended dosage schedule for 
pediatric patients weighing 100 pounds or less is 2 mg/lb ofibody weight divided into two 
doses on the first day of treatment, followed by a 1 rng/l;b of body weight given as a 
single daily &se or divided into t.wd doses on subsequent days. For more severe 
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tiectioas up to 2 mg/lb of body weight may be used. FOP pediatric patients over 100 
pounds, the usual adult dose should be us,rd, 

Uncomplicated gonococcal infections in Bdults (except anorcetal infections in men): 100 
mg, by mouth, twice-a-day for 7 days. ’ ~AS an alternate single visit dose, administer 300 
mg stat followed in one hour by a secod 300 mg dose. The dose may be administered 
with food, including milk or carbonated beverage, as requirer:!. 

Acute epididymo-orchitis caused by N. J@W&WLW: 
at least 10 days.2 

100 mg, by mouth, twice-a-day for 

Primary and secondary syphilis: 300 mg/a day in divided dol;;es for at least 10 days? 

Uncomplicated urethral, endoctical, or rectal infection i.n:adults caused by Chlamydia 
trachomatis: 100 mg by mouth, twice-a-#ay for at least 7 da;ps.2 

Nongo:nococcal uretbritis caused by C. ~tracJ~~~rrtis and 7; 1 u~ealyticu.~ 
mouth twice-a-day for at least 7 days.’ / 

100 mg, by 

Acute epididymo-orchitis caused by C. &chomati.s: 
at least 10 day~.~ 

100 mg, by mouth, twice-a-day for 

Inhalational anthrax @ost exposure): ] 
ADULTS: 100 mg, of doxycycline, by &outh, twice-a-day fJr 60 days. 
CHILDRENI weighing less than 100 lb I(45 kg); 1 mg/lb (2i2 m&g) of body weight, by 
mouth, twice-a-day for 60 days. Chiid$m weighing 100 lb or more should receive the 
adult dose. 

The therapeutic antibacterial serum act&ty will usually pp!rsist for 24 hours foIlowing 
recommended dosage. 

When used in streptococcal infections, therapy should be continued for 10 days. 

Administration of adequate amounts of fluid along with capsule and tablet forms of drugs 
in the tetracycline class is recommende+/ to wash doti the&-ugs and reduce the risk of 
esophageal irritation and ulceration (see MWERSE REACTIONS section). 

If gastric initation occurs, it is recommended that doxycycline be given with food or 
milk. The absorption of doxycycline is not markedly :influenced by simultaneous 
ingestion of food or milk. I 

Concomitant therapy: Antacids cont&ing aluminum, ca:cium o; magnesium, sodium 
bicarbonate, and iron-containing prepa+ions should not be! given to patients taking oral 
tetracyclines. 
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Studies to date have indicated that i ztdministration of: doxycycline at the usual 
recommended doses &es not lead to exyessive accumulation of the antibiotic in patients 
with renal impairment. 

f 
HOW SUPPLIED 

THE DESCRIE’TION WILL BE INCLUDED IN THE ANDA LABELING. 

STORAGE CONDITXONS I 

Store at controlled room temperature /below 25’)C (77°F) 
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